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l Executive Summary

The Applicant seeks approval for the use of TAXOTERE (docetaxel) plus cisplatin
as first-line combination therapy for the treatment of patients with unresectable
locally advanced or metastatic non-small cell lung cancer (NSCLC) who have not
previously received chemotherapl for this condition. The proposed dosing
regimen is TAXOTERE 75 mg/m* administered intravenously over one hour
immediately followed by cisplatin 75 mg/m? administered over 30-

60 minutes, every three weeks.

A. Recommendations

Supplemental NDA 20-449 submitted for the use of TAXOTERE plus cisplatin as
first-line combination therapy in patients with unresectable locally advanced or
metastatic non-small cell lung cancer is acceptable to OCPB. The Statement

“Clearance of docetaxel in combination therapy with cisplatin was similar to that
previously observed following monotherapy with docetaxel. The pharmacokinetic
profile of cisplatin in combination therapy with docetaxel was similar to that
observed with cisplatin alone. *

that was added te the CLINICAL PHARMACOLOGY/ HUMAN PHARMACO-
KINETICS section of the current package insert for TAXOTERE is also
acceptable to OCPB. No action is indicated.
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i Background

TAXOTERE (docetaxel) is a semisynthetic member of the taxoid family originally
synthesized from 10-deacetyl baccatin Ill, a noncytotoxic precursor extracted from
the needles of Taxus baccata and esterified with a chemically synthesized side
chain. Docetaxel promotes assembly and stabilization of microtubules, altering the
physiologic equilibrium between free tubulin dimers and tubulin microtubules.
Docetaxel (Taxotere®) for Injection Concentrate was approved in May 1996 for
the treatment of patients with advanced or metastatic breast cancer and on
December 23, 1999 for the treatment of patients with advanced or metastatic
non-small cell lung cancer The recommended dose of TAXOTERE is 60-100
mg/m? and 75 mg/m? administered intravenously over one hour every three
weeks for breast cancer and NSCLC, respectively. The pharmacokinetic profile

of docetaxel foliows a three-compartment pharmacokinetic model, with half-lives
for the (alpha), (beta), and (gamma) phases of 4 min, 36 min, and 11 hours,
respectively. Docetaxel was eliminated in both the urine and feces following
oxidative metabolism of the tert -butyl ester group, but fecal excretion was the
main elimination route. Within seven days, urinary and fecal excretion accounted
for approximately 6% and 75% of the administered radioactivity, respectively.
About 80% of the radioactivity recovered in feces is excreted during the first 48
hours as one major and three minor metabolites with less than 8% of unchanged
drug.

Cisplatin and its analogue carboplatin are platinum derivatives used in the
treatment of various cancers. Both compounds are composed of a platinum atom
surrounded in a plane by two ammonia groups and two other ligands in the cis
position. Intracellularly, cisplatin and carboplatin are activated by an aquation
reaction in which the non-ammonia ligands are displaced by water. In a cell-cycle
nonspecific manner, the positively charged platinum complexes that are formed
react with nucleophilic sites on DNA. This produces intrastrand and interstrand
cross-links, forming DNA-platinum adducts that ultimately lead to celi death. The
drugs are not orally bioavailable and are therefore administered intravenously as,
an injection or infusion. Recommended cisplatin doses range from 75-100 mg/m?
per cycle for combination or monotherapy in metastatic testicular and ovarian
cancer in advanced bladder cancer cisplatin is used alone at a dose of 50-70
mg/m? per cycle. Carboplatin clinical doses are 360 mg/m? per cycle as a single
agent for recurrerit ovarian cancer or 300 mg/m? per cycle as combination
therapy for previously untreated ovarian cancer. The reported pharmacokinetics
of total and free platinum following administration of carboplatin and cisplatin as
single agents are shown in the attached table [Van der Viigh, Clinical
pharmacokinetics of carboplatin, Clin Pharmacokin 21:242-261, 1991].

In support of the docetaxel/cisplatin combination indication (Viz., NSCLC), the
sponsor submitted two randomized, controlled, Phase |l trials (TAX 326 ———
— The main pivotal trial is Study TAX 326 which compared the safety and
efficacy of docetaxel plus cisplatin and docetaxel plus carboplatin with an active



control, vinorelbine plus cisplatin, in chemotherapy-naive patients with
unresectable locally advanced and/or recurrent or metastaic NSCLC. As a
supportive-trial, Study TAX compared the docetaxel effect on survival as a
single agent versus best supportive care in chemotherapy naive patients with
locally advanced, recurrent or metastatic NSCLC and good performance status.
In Study TAX 326, 1218 patients with unresectable NSCLC and no prior chemo-
therapy were randomized to receive either TAXOTERE 75 mg/m? as a 1- hour
infusion immediately followed by cnsplatm 75 mg/m? over 30-60 minutes every
three weeks, TAXOTERE 75 mg/m? as a 1 hour infusion immediately followed by
carboplatln (AUC 6 mg/mLe+min) over 30-60 minutes every 3 weeks, or vinorelbine
25 mg/m? admlmstered over 6-10 minutes on days 1, 8, 15, 22 followed by
cisplatin 100 mg/m? administered on day 1 of cycles repeated every 4 weeks.
Median survival in the TAXOTERE + cisplatin group was 11.3 months compared
to 10.1 months in the vinorelbine + cisplatin group; the 2-year survival rate was
21% and 14% respectively. The overall response rate was higher in the
TAXOTERE + cisplatin group compared with the vinorelbine + cisplatin group
(31.6% versus 24.5%). The median duration of response was comparable
between the 2 groups (32 weeks versus 34 weeks), as was the median time to
progression (22 weeks versus 23 weeks).

Clinical pharmacology and biopharmaceutics information submitted in this
supplemental NDA was obtained from two Phase | trials, TAX 012 and TAX049,
and one Phase /il trial, TAX 018. Trials TAX 012 and TAX 018 assessed the
pharmacokinetics (PK) of the combination of docetaxel and cisplatin given ‘
intravenously to patients with solid tumors and patients with NSCLC, respectively.
Trial TAX 049 assessed the PK of the combination of docetaxel and carboplatin
given intravenously to patients with advanced non-hematological cancers. A
summary of these studies is shown below:

il. A Summary of the Submitted Studies

1. TAX 012, entitied “A Phase | Study of Docetaxel and Cisplatin Combination
Chemotherapy in Patients with Advanced Solid Tumors”, was an open-label,
single-center, non-randomized, dose-escalation, Phase | study in 64 patients
ranging in age from 21 to 74 years (33 males and 31 females). The primary
objective of this study was to determine the Maximum Tolerated Dose (MTD) of
docetaxel and cisplatin combination when administered as a 1-hour infusion and
3-hour infusion, respectively, every three weeks to minimally pretreated or
untreated patients with solid tumors. As a secondary objective, the pharmaco-
kinetic (PK) profiles of docetaxel and cisplatin and protein-binding of docetaxel
were determined. Two dosing schemas were used. Schema 1 involved a 3-hour
interval between the end of docetaxel infusion and the beginning of cisplatin
infusion. Schema 2 involved an 18-hour interval between the end of cisplatin
infusion and the beginning of docetaxel infusion. Docetaxel was administered
intravenously over 1-hour infusion and cisplatin intravenously over 3-hour infusion
every three weeks.
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Schemé 1:

Level | Docetaxel Dose | Cisplatin Dose
mg/m’ ma/m’
1 55 - - 50
2 70 50
3 85 50
4 “100 50
5 55 75
6 70 75
7 85 75
8 100 75
9 75 100
10 85 100
11 100 100
Schema 2:
Level | Cisplatin Dose | Docetaxel Dose
mg/m’ mg/m’
6 75 70
7 75 85
8 75 100
9 100 85
10 100 100

Three patients were enrolled at each dosing combination. Six patients were
studied at the MTDs. Plasma samples were collected from 61 patients during first
Cycle at each dose level up to 48 hours post docetaxel infusion and up to 21
hours post cisplatin infusion (47 patients on Schema 1 and 14 patients on
Schema 2). Docetaxe! concentrations in plasma samples were measured using

an HPLC method with ultraviolet detection at 227 nm [/ergniot et at Determination of
Taxotere in human plasma by a semiautomated high-performance liquid chromatographic

method. J Chromatog 582:273-278, 1992]. The assay was adequately validated.
Plasma calibration curves for docetaxel were linear over the concentration range

of ug/ml (r= "). Intra- and inter-day precision was less than 5% at
plasma concentrations of 0.01, 0.05, 0.5, and 2.5 ».g/ml. Docetaxel % recovery
was . " ug/mi and ug/ml. Plasma protein binding of

docetaxel was determined by ultrafiltration of blood samples collected before
infusion, at the end of infusion, and at 20 minutes, 1, 2, and 6 hours post
infusion. Free-platinum concentrations in plasma ultrafiltrates were measured
using a flameless atomic absorption spectrometric method [Ma et al. Comparison of
ethanol plasma protein precipitation with ultrafilration for the measurement of unbound platinum
concentration, Cancer Chemother Pharmacol38:391-394, 1996]. Pharmacokinetic '
evaluation was performed on plasma data from 51 patients using model-
dependent methods; three patients were excluded due to some experimental
problems. Another seven patients were not evaluable due to either unreliable
estimation of t'2 or lack of documentation of the end of infusion time.



Resulits:

Mean:SD (%CV) PK Parameters for Docetaxel (Schema 1)

Table L.
. Dose L
(mg/m?) n Crrax AUC,.. CcL Vi t¥hs PB
Doce ] CisPt wgm) | (ughml) | (Unm?) (Um?) (h) (%)
55 50 2 2.58,1.13 3.59,1.51 15.3,36.5 8.0,28 1.11.0 -
55 75 3 1.89:0.32 | 2.26:0.75 26.7:10.7 27:12 3.8,6.0 -
(17%) (33%) (40%) (45%) (n=2)
70 50 2 1.24.17 3.76,7.7 9.0,18.6 49,110 11,20.6 -
70 75 4 3.03:1.2 4.02:1.9 21.2:114 40:15 8.3:3.2 98.5%
(38%) (48%) (54%) (37%) (38%)(n=3) {n=1)
75 100 5 2.36+1.02 3.97:1.8 22.3:9.3 106:93 12.1:5.1 96.5%
(43%)n=6) | (47%) (42%) .(88%) (42%) (n=3)
85 50 2 2.0:1.7 2.916.38 29.2,13.3 22,88 237 -
(86%)(n=3) (n=1)
85 75 4 2.58:0.62 3.65:1.3 25.3:7.0 75:36 10.4:1.5 -
(24%) (38%) (28%) (9%) (15%)
85 100 7 3.0:0.55 4.2:0.72 20.5:4.1 85:40 11.8:4.3 97.3%
(18%)(n=8) (17%) (20%) (47%) (37%) (n=3)
100 50 4 2.9:0.64 453:1.3 23.4:6.3 124:103 | 16.2:11.2 95.6%
(22%) (29%) (27%) (83%) (69%) (n=1)
100 7% | 4 3.0:0.9 5.8:1.8 18.5:5.2 92:47 15.6+8.9 97.7%,
{30%)(n=9) (31%) (28%) (51%) (57%) (n=2)
100 100 1 3.57 4.18 23.9 21 4.1 97.5%
Doce [Docetaxel] CisPt [cisplatin] PB [Protein bound]
Schema 1 [3-hour interval between the end of docetaxel infusion and the beginning of cisplatin infusion}
Table Il Mean:SD (%CV) PK Parameters for Docetaxel (Schema 2)
Daose
(mg/m?) n Crnex AUCo.. CL Ve t%As PB
CisPt_| Doce (wg/m) | ughml) | (Unm?) (Um?) (h) (%)
75 70 3 1.65:0.28 | 2.26:0.57 32.4:8.8 39:20 3.6,6.0 -
(17%)(n=4) (25%) (27%) (50%) (n=2)
75 85 4 2.15:0.76 | 3.43:1.06 27.0:9.9 116194 16.1:10.3 96.9%
(36%) (31%) (37%) (81%) (64%)(n=2) (n=1)
75 100 6 |- 3.5:1.0 5.85:2.7 19.7:7.1 94:45 14.2:4.1 98.1%
(29%) {46%) (36%) (47%) (29%)(n=5) (n=5)
CisPt [cisplatin} Doce [Docetaxel] PB [Protein bound]

Schema 2 [18-hour interval between the end of cisplatin infusion and the beginning of docetaxel infusion)
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Fig. 1-Docetaxet Clearance (CL) Versus Docetaxel Dose
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Fig. 2 Docetaxel Clearance (CL) Versus Cisplatin Dose
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Fig. 3 -Docetaxel Clearance (CL) Versus Schema
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In this study,

Docetaxel dose and cisplatin dose did not affect docetaxel clearance (CL);
the ovzerall mean docetaxel CL in combination with cisplatin is 22.7+7.6
L/h/im®.

The overall mean docetaxel CL in combination with cisplatin in this study
(22.7+7.6 L/h/m?) is comparable to that reported for docetaxel as a single
agent (21:6.6 L/h/m?) [PDR®)].

No difference was observed in docetaxel CL between Schema 1 and 2

(p= 0.753), mean CL=23.7:8.04 L/h/m?versus 24.7:9.02 L/h/m?, respectively.

No difference was observed in docetaxel protein binding between Schema 1
and 2, %PB ranged from 95.6-98.5%.



Table Wll. Mean:SD (%CV) PK Parameters for Free Platinum (Schema 1) Following 3-hour

g
)
Lo

Cispiatin infusion- '
Dose
(mg/m?) n AUCq. cL Vs te Pty
Doce ] CisPt (ughvml) | (Uhim?) (Um?) (h) (%)
55 50 2 2.04,1.72 15.9, 18.9 19.13.7 0.83, 0.51 27,25
55 75 3 2.77+0.33 17.8:2.3 12.2:0.8 0.48:0.08 29:2.0
(12%) (13%) (6%) (17%) (7%)
70 50 3 2.46:0.02 15.61:4.1 14.5:6.4 0.63:0.15 35:1.0
(1.0%) (26%) (44%) (23%) (2%)
70 75 4 3.17:0.61 15.9:3.8 13.4:1.6 0.60:0.13 28:4.0
(19%) (24%) (12%) (22%) (14%)
75 100 3 2.52:0.14 26.6:2.2 24.9:7.2 0.67:0.18 24:30
(6%) (8%) (29%) (26%) (12%)
85 50 3 2.04:0.34 16.3:3.0 12.9:2.0 -0.62:0.16 29:6.0
(17%) (18%) (16%) (27%) (23%)
85 75 4 1.97:0.37 25.6:5.0 20.3:3.8 0.56:0.09 22:1.0
(19%) (19%) - (19%) (16%) (2%)
85 100 6 2.52:0.14 26.6:2.2 24.9:7.2 0.67:0.18 25:5.0
(6%) (8%) (29%) (26%) (20%)
100 50 4 1.7:0.38 20.2:5.4 12.6:1.8 0.48:0.14 29:5.0
(23%) (27%) (14%) (29%) (19%)
100 75 4 2.38:0.55 21.4:4.8 15.8:4.6 0.52:0.17 23:5.0
(23%) (22%) (29%) (32%) (5%)
100 100 1 3.22 20.2 179 0.62 25
Doce [Docetaxel] CisPt [cisplatin] Pt [% platinum excreted in urine)

Schema 1 [3-hour interval between the end of docetaxel infusion and the beginning of cisplatin infusion)

Table IV. Mean:SD (%CV) PK Parameters for Free Platinum (Schema 2) Following 3-hour
Cisplatin infusion

Dose
(mg/m?) n AUC,.. CL Ve te Pty
CisPt | Doce (ug.hml) | (Uhim?) (Um?) (h) (%)
75 70 4 | 220:059 | 23.7:7.3 16.1:5.5 0.47:0.06 24:7.0
(27%) (31%) (34%) (13%) (28%)
75 85 4 | 2.75:0.31 | 17.9:2.2 13.9:3.2 0.54:0.14 36
(11%) (12%) (23%) (26%) (n=1)
75 100 | 6 | 2.73:0.41 | 18.2:25 22.4:6.6 0.47:0.11 24:6.0
- (15%) (14%) (30%) (22%) (26%)
CisPt [cisplatin] Doce [Docetaxel] Pt,; [% platinum excreted in urine]

Schema 2 [18-hour interval between the end of cisplatin infusion and the beginning of docetaxel infusion]

e The mean platinum CL ranged from 15.6:4.1 L/h/m? to 26.6+2.2 L/h/m? at
cisplatin doses of 50 to 100 mg/m?; with an overall mean value of 19.7:4.8

L/h/m?.



¢ The overall mean free platinum CL in this study (19.7:4.8 L/h/m?) is
comparable to that reported for free platinum following cisplatin administration
as a single agent (21.2: 1.9 L/h/m’) (see attached table).

¢ No difference in platinum clearance was observed between Schema 1 and
Schema 2 (p= 0.418), mean CL=20.5:5.3 L/h/m?ersus 19.0:4.7 L/h/m?,
respectively.

In conclusion, it does not appear that there is an interaction between docetaxel
and cisplatin when they are administered in combination. The PK parameters of
either drug in combination or as a single agent are comparable. Docetaxel
protein binding was 96% and not influenced by cisplatin.

2. TAX 018, entitied “A Phase I/l Study of Docetaxel and Cisplatin Combination
Chemotherapy in Patients with Unresectable Metastatic and/or Locally Advanced
Non Small Cell Lung Carcinoma”, was an open-label, multi-center, non-
randomized, dose-escalation, Phase I/l study in 71 patients with NSCLC.

The primary objectives of this study were to determine the Maximum Tolerated e

Dose (MTD) of docetaxel/cisplatin combination (Phase | study) and to determine
the efficacy of this combination as first-line treatment for metastatic and/or locally
advanced unresectable non-small cell lung carcinoma (NSCLC) (Phase Il study).
As a secondary objective, the pharmacokinetic (PK) profiles of docetaxel and
cisplatin and protein-binding of docetaxel were determined in the Phase | study.
The Phase | dose-escalation study in 24 patients was followed by a Phase Ii
efficacy study in 47 patients. Docetaxel was administered as a 1-hour infusion
every three weeks (1 cycle). Cisplatin was given immediately after the end of
docetaxel infusion also as a 1-hour infusion. The starting doses were docetaxel
50 mg/m? and cisplatin 75 mg/m?. Doses were escalated as follows:

Dose-Escalation Schedule (Phase | Study
Docetaxel (mg/m*®) | Cisplatin (mg/m*) | Number of Patients

{m

50 75 3

75 75 13

75 100 6

100 75 2

100 - 100 0

75 or 100 120 0

In the Phase Il study, docetaxel 75 mg/m? and cisplatin 75 mg/m? doses were
given every three weeks based on the safety results of the Phase | study.

The PK of both docetaxel and cisplatin were performed during the first cycle of
- the Phase | study. Blood samples were collected up to 48 hours post docetaxel
infusion and up to 23 hours post cisplatin infusion. Plasma protein binding of
docetaxel was determined by ultrafiltration of blood samples collected before

10



infusion, at the end of infusion, and at 20 and 60 minutes, 2, and 6 hours post
docetaxel infusion. Dacetaxel concentrations in plasma samples were measured
b - Platinum concentrations in plasma (total)
and ultrafiltrates (free) were measured using" -_

- - Pharmacokinetic evaluation was performed on plasma data
from 22 patients for docetaxel and from 16 patients for cisplatin using model-

independent methods.

Resuits:
Table V. Mean:SD (%CV) PK Parameters for Docetaxel
Dose
(mg/m?) n Crrax AUCo- cL Ves %
Doce ]| CisPt (wg/ml) | (ughml) | (Uhm?) (Um?) (h)
50 75 3 1.5:0.57 24:14 25:11 138:89 16.2:13.9
(38%) (57%) (46%) (64%) (86%)
75 75 1 24:049 3.8:1.9 23:7.6 139:125 | 17.3:12.8
(20%) (49%) . (34%) (90%) (74%)
75 100 6 2.4:0.42 3.4:0.95 23:6.5 65:49 9.0:5.2
(18%) (28%) (27%) (76%) (58%)
100 75 2 26,51 56,82 17.6, 12.1 75, 61 12.8,10.5
Doce {Docetaxef] CisPt [cisplatin]

The overall mean docetaxel CL in combination with cisplatin in this study

(22.4:7.6 L/h/m?) is comparable to that reported for docetaxel as a single agent

(21:6.6 L/him?) [PDR®).

Table VI. Mean:SD (%CV) PK Parameters for Total Piatinum

Following 1-hour Cisplatin Infusion

° "’-

Dose
(mg/m?) n Crnax AUCq.24n
Doce | CisPt (ug/mi) (ug.h/mi)
50 75 3 2.7:0.94 28:8.2
(35%) (28%)
75 75 5 2.4:0.84 27:6.2
(35%) (23%)
75 100 6 3.6:0.80 42:12
- (22%) (30%)
100 75 2 1.9,3.7 25, 43

Doce [Docetaxefl] CisPt [cisplatin]
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Table VIi. Mean:SD (%CV) PK Parameters for Free Platinum

Following 1-Hour Cisplatin Infusion

Dose
(mag/m?®- | n Crrax AUC,.. CL Ve tve
Doce | CisPt (ug/ml) (ug.h/ml) (Uh/m?) (Um?) (h)
50 75 | 3 [ 1.75:0.37 2.3:0.47 22:4.8 13:2.4 | 0.42:0.08
(21%) (20%) (22%) (18%) (19%)
75 75 | 5 1.3:0.18 1.8:0.17 27:2.6 17:11 | 0.45:0.07
(14%) (9%) (9.6%) (6%) (15%)
75 | 100 | 6 1.9:052 2.6:0.60 26:6.2 18:4.6 | 0.48:0.03
(27%) (23%) (24%) (25%) (7%)
100 | 75 | 2 12,15 16,19 29, 25 - 0.50, 0.42
Doce [Docetaxel] CisPt [cisplatin]

The overall mean free platinum CL in this study (25.9:4.8 L/h/m?) is comparable
to that reported for free platinum following cisplatin administration as a single
agent (21.2:1.9 L/h/m?) (see the table attached).

In conclusion, it does not appear that there is an interaction between docetaxel
and cisplatin when they are administered in combination.

.y
]
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3. TAX 049, entitied “A Phase | Study of Docetaxel and Carboplatin Combination
Chemotherapy in Patients with Advanced Non-Hematological Malignancy”, was
an open-label, single-center, non-randomized, dose-escalation Phase | study in
22 patients with advanced non-hematological cancers. The primary objective of
this study was to determine the Maximum Tolerated Dose (MTD) of docetaxel
and carboplatin when administered in combination. As a secondary objective, the
pharmcokinetics of docetaxel and carboplatin combination were determined.
Docetaxel was administered as a 1-hour infusion on day 1 of each three-week
cycle. Carboplatin was administered as a 0.5-hour infusion immediately after
docetaxel infusion at a dose targeted to an AUC value of 6 mg.min/mi depending
on patients’ creatinine clearance values.

Dose-Escalation Schedule

Docetaxe! (mg/m?) Carboplatin (mg) Number of Patients
(n)
65 3
80 : 10
90 {6 mg.min/ml x CrCI*}+ 25 6
100 3

*CrCL [patient's creatinine clearance values in mi/min)

The pharmacokinetics of docetaxel and carboplatin were assessed during the
first cycle in 20 patients for docetaxel and 21 patients for carboplatin. Two
patients and one patient could not be analyzed due to unreliable plasma levels
for docetaxel and carboplatin, respectively. Plasma samples were collected up to
24 hours post-dosing. Docetaxel plasma concentrations were measured by
HPLC with UV detection at 225 nm [Vergniol et al, Determination of Taxotere in human
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plasma by a semiautomated high-performance liquid chromatographic method. J Chromatog
582:273-278, 1992]. Platinum concentrations in plasma (total) and ultrafiltrates (free)
were measured using-- — _. Docetaxel PK
parameters were estimated using the population (NONMEM) approach. Platinum
PK parameters were calculated using non-compartmental methods.

Results:
Table Viil. Mean:SD (%CV) PK Parameters for Docetaxel
Dose
(mg/m?) n AUCq. cL
: (ug.h/mli) (Uhm?) =
65 3 3.7:1.2 18.816.1
(33%) (32%)
80 10 3.4:0.69 24.7:6.0
(20%) (24%)
o0 4 3.9:0.82 23.7:59
(21%) (25%)
100 3 4.5:0.98 2616.2
(22%) (24%)

The overall population mean docetaxel CL (post-hoc) in combination with
carboplatin in this study (23.4:5.7 L/h/m?) is comparable to that reported for
docetaxel as a single agent (21:6.6 L/h/m?) [PDR®)].

Table IX. Mean:SD (%CV) PK Parameters for Free Platinum Following
0.5-hour Infusion of Carboplatin

Dose
n Crmax AUC,.. CcL Ves te
Doce | Car (wgml) | (ughiml) | (Uhm®) | (Um?) (h)
| (mg/m?) | (mg)
65 444- 3 | 21.6:10.2 56.9:17.3 6.1:0.9 22.3+5.2 46:0.6
780 (47%) (30%) (15%) (23%) (13%)
80 588- 10 | 20.2:7.0 50.4:20.5 8.6:4.2 26.2:10.7 3.9:0.5
1020 (34%) (41%) (49%) (41%) {(13%)
90 594- 6 20.0:4.7 42.5:11.1 11.3:4.0 | 32.5:10.6 4.1:1.7
1236 - (23%) (26%) {36%) (33%) (42%)
100 792, 2 | 26.9,18.6 48.2,42.3 94,118 254, 41 37,43
966

Doce [-[')oeetaxel] - car [carboplatin]
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Fig. 4. Carboplatin Clearance versus docetaxel
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Free platinum clearance tends to increase as docetaxel dose increased when
docetaxel and carboplatin are administered in combination. The overall mean CL
of free platinum (9.2:3.9 L/h/m?) is about 43% higher than that reported for free
platinum after administration of carboplatin as a single agent (6.4:1.1 L/h/m?)
(see the table attached).

In conclusion, carboplatin has no effect on docetaxel clearance. There is a trend

for free platinum clearance to increase as docetaxel dose increased; this may not
clinically significant.
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Table V Pharmacokinetic eomparison of carboplatin with cispiatin, JM-40 and spiropiatin Values are meen (= 8D)

paramenr Carboplatin® JI-400 Clsplatin® Spiroplatind
{units)

Utrafiltorable platinum

tye (MIN) 23zx0 08 6x2 4407
ty (MIN) 1202 1Y 4z Wzt

AUC/D (min+ m21) 17z4 722 $§1+08 0902
Ve (L) 103 1M=z$ 02

Vae! 1722 18x8 1922 12222
CL® (mi/min) 107 £ 19 249 £ 84 3422 878 + 64f
CLa® (mifmin) 8z 17 7342 74 = 29 28 = 47t
Cln® (mifmin) 26 2 11 180 + S8 281+ 19 803 + 52
Ken (X102 min-% 1506 103 151 67

kb (%10-3 min-1) o 20 (1] 2

CUE-24) (%0) 7T=z§ Q=1 28zx4 Ws:e
Total platinum

tyae (min) 2:10 129 129 23z
tvg (min) 18 2 14 60 t 24 QBrH 12

tw (days) S8+ 16 41109 S4x10 40:08 i
AUC/D (min s m2/) [ ] 210 = o7 200 + 28 548 £ 108 .
Vel (L) 102 1224 1023 4918
Ve (L) 176 + 58 62z 14 52213 26
cLe um) 138038 054 = 018 035 £ 003 020 £ 004
RBC (%D) . 04201 024 012 12202 24 03
s ENerink ot &l (1967D)

b Elferink ot &l (1987¢)

¢ Vermorken et al (1984)

d Van der Viggh et al (1968)

¢ Normaiised to 1 73m?

t During prolonged infusion

¢ Rate constant of protein binding /n witro; from Van der Viigh ot al (1988)

h Calculated by curve stripping over dsys 1-5 -

Abbraviations: ty, = distribution haif-iife; ty, = initial elimination haif-ife; t,,, = terminal elimination hait-iife; AUC/D = area under
the plasma concentration-time curve normalised by the doss; Ve = volume of central compartment; Ve, = apperent volume of
distribution at steady-state; CL = total body ciearance; CLn = renal clearance; CL = metabolic clearance; key = first-order rate
constant of metabolic elimination; ky = rate constant of in vitro protein binding: CUEw.2¢) ™ cumuiative urinsry excretion over the

first 24h; RBC (%D) = percentage of 4Ose Present in red dlood celis st MaximuM concentration

e e e
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